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࠙┠ⓗ ࠚ Neurofibromatosis type I (von Recklinghausen's disease) (NF1)ࡣ⚄⤒⥺⥔⭘, ࢝ࣇ࢙࢜ࣞᩬ࡞࡝ࡢ⓶⭵⑓ኚ
ࢆ୺⑕≧࡜ࡋ, 㦵㸪║㸪⚄⤒⣔࡞࡝࡟ᵝࠎ࡞⑓ኚࢆ⏕ࡌࡿᖖᰁⰍయᛶඃᛶࡢ㑇ఏᛶ⑌ᝈ࡛࠶ࡿࠋNF1ࡢ⑓ཎ
ኚ␗㑇ఏᏊࡣ17␒ᰁⰍయ㛗⭎࡟఩⨨ࡋࡑࡢ㑇ఏᏊ⏘≀Neurofibromin (NF)ࡣ⒴ᢚไ㑇ఏᏊ࡜ࡋ࡚ᶵ⬟ࡋ࡚࠸
ࡿ࡜⪃࠼ࡽࢀ࡚࠸ࡿࡀ,ࡑࡢⓎ⑕ᶵᵓࡣ୙᫂࡞Ⅼࡀከ࠸ࠋ୍᪉, ࡇࡢࡼ࠺࡞㑇ఏᛶ⑌ᝈࡢⓎ⑕ᶵᵓࢆゎ᫂ࡍ
ࡿࡓࡵ, ⑌ᝈ≉␗ⓗ iPSCࢆ⏝࠸ࡓ◊✲ࡢ᭷⏝ᛶࡀὀ┠ࡉࢀ࡚࠸ࡿࠋ 
ᮏ◊✲࡛ࡣ, NF1࡜⮫ᗋデ᩿ࡉࢀࡓ 2౛࡟ᑐࡋ࡚Next Generation Sequencing (NGS)ἲ࡞࡝ࢆ⏝࠸࡚
㑇ఏᏊゎᯒࢆ⾜࠺࡜࡜ࡶ࡟, ࢭࣥࢲ࢖࢘࢖ࣝࢫ࣋ࢡࢱ  ࣮ (SeVdp), ᏶඲↓⾑Ύཬࡧࣇ࢕࣮ࢲ࣮⣽⬊ࣇ࣮ࣜ
ࡢᇵ㣴⣔ ,࡛ NF1 ⏤᮶ᮎᲈ⾑ࣜࣥࣃ⌫ (PBMC)࠿ࡽ NF1 ≉␗ⓗ iPSC (NF1-iPSC)ࡢᶞ❧࣭㛗ᮇ⥔ᣢࢆヨࡳ
ࡓࠋࡉࡽ࡟, ྛ iPSCsࡢศ໬࡟క࠺NF1㑇ఏᏊཬࡧ⺮ⓑⓎ⌧ࢆ᳨ウࡋ, ⑌ᝈ⑓ែࣔࢹࣝ࡜ࡋ࡚ࡢྍ⬟ᛶࢆ
᳨ウࡋࡓࠋᮏ◊✲ࡣᗈᓥ኱Ꮫࣄࢺࢤࣀ࣒࣭㑇ఏᏊゎᯒ◊✲ᢎㄆ◊✲㸦➨ࣄ58,72ྕ㸧࡟ᇶ࡙࠸࡚⾜ࡗࡓࠋ 
 
࠙ᝈ⪅ᴫせ ᝈࠚ⪅1 (NF1-1)㸸37ṓ⏨ᛶࠋ2013ᖺ9᭶ᙜ⛉ึデࠋ15ṓ᫬࡟NF1ࡢ⮫ᗋデ᩿ࢆཷࡅ࡚࠸ࡓึࠋ
デ᫬, 㢦㠃, ⫼㠃➼࡟⚄⤒⥺⥔⭘ཬࡧ࢝ࣇ࢙࣭ ࢜ࣞ ,ᩬ ⴭ᫂࡞ୗ㢡㦵྾཰ཬࡧ⑓ⓗ㦵ᢡࢆㄆࡵࡓࠋඛኳᛶ⬯
㦵Ḟᦆ, ⬨᳝ഃᙃ⑕ࡀ࠶ࡗࡓࡀ, ᐙ᪘Ṕࡣ࡞࠿ࡗࡓࠋ 
 ᝈ⪅2 (NF1-2)㸸48ᡯዪᛶࠋ2015ᖺ5᭶ᙜ⛉ึデࠋ24ṓ᫬࡟NF1࡜⮫ᗋデ᩿ࢆཷࡅ࡚࠸ࡓࠋึデ᫬, ๓
⭎࣭⫼㒊࡟⚄⤒⥺⥔⭘ཬࡧ࢝ࣇ࢙࢜ࣞᩬࢆㄆࡵࡓࠋ㢡㦵␗ᖖࡣ࡞࠿ࡗࡓྑࠋ ᢿືᛶ║⌫✺ฟ࡟ᑐࡋ║❐ୖቨ
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࠙᪉ἲ  ࠚ NGS࡟ࡣ, ḟୡ௦ࢩ࣮ࢣࣥࢧ࣮MiSeqࢆ౑⏝ࡋ, TrusightOne⑌ᝈࣃࢿࣝ (illumina♫)ࢆ⏝࠸ ,࡚ 
ᝈ⪅PBMCཬࡧNF1-iPSCs⏤᮶DNAࡢ4813㑇ఏᏊࡢ඲exonࡢሷᇶ㓄ิࢆ⥙⨶ⓗ࡟ゎᯒࡋࡓࠋࡲࡓ, NF1
ࡢᰁⰍయୖ࡛ࡢࢥࣆ࣮ᩘࢆ Comparative Exome Quantification analyzer (CEQer)࡟࡚ゎᯒࡋ, ࡉࡽ࡟ᶆⓗ㑇ఏᏊ
ࡢ⤯ᑐⓎ⌧㔞ࢆdroplet digital Polymerase Chain Reaction (ddPCR) ἲ᳨࡛ウࡋࡓࠋ 
 ྛPBMCࢆRD6F+IL-2↓⾑Ύᇵᆅ࡛6᪥㛫ᇵ㣴ᚋ, laminin ฎ⌮6well-dish࡟1105/well࡛᧛✀ࡋ,  SeVdp 
(KOSM) 302LࢆMOI=6࡛2᫬㛫ឤᰁࡉࡏࡓࠋiPSCㄏᑟຠ⋡ࡣalkaline phosphatase㝧ᛶࢥࣟࢽ࣮ᩘ࡛ホ౯ࡋ
ࡓྛࠋ NF1-iPSCsࡢin vitro࡛ࡢᮍศ໬ᛶཬࡧศ໬ከ⬟ᛶࡣ, ᮍศ໬㑇ఏᏊ(Oct3/4, Sox-2, Rex1)ཬࡧ⺮ⓑ(Oct3/4, 
Nanog, SSEA-3, SSEA-4, Tra-1-60, Tra-1-81)Ⓨ⌧ࢆRevers Transcription-PCR (RT-PCR)ἲཬࡧ⺯ගච␿ᰁⰍἲ࡛
᳨ウࡋࡓࠋศ໬ከ⬟⬟ࡣ, ⬇ᵝయᙧᡂἲཬࡧච␿୙඲ (SCID)࣐࢘ࢫ⫼㒊⓶ୗ࡛ࡢ teratomaᙧᡂ⬟࡟᳨࡚ウ
ࡋࡓࠋࡉࡽ࡟, ྛ iPSCsࡢᮍศ໬ཬࡧ୕⬇ⴥ࡬ࡢศ໬ㄏᑟ᫬ࡢNF1㑇ఏᏊ࣭⺮ⓑⓎ⌧ࢆddPCRཬࡧwestern 
blottingἲ᳨࡛ウࡋࡓࠋࡲࡓ, ⚄⤒ศ໬㐣⛬࡛ࡢྛ✀ศ໬࣐࣮࣮࢝Ⓨ⌧, Ras/MAPࢩࢢࢼࣝศᏊ ERKࡢࣜࣥ
㓟໬, ࡉࡽ࡟࣌ࣞࢵࢺᇵ㣴ἲ࡛ࡢ㌾㦵ศ໬ᚋ, SCID࣐࢘ࢫ⫼㒊⓶ୗ⛣᳜࡟ࡼࡿ㌾㦵࣭㦵ศ໬⬟࡟ࡘ࠸࡚ࡶẚ
㍑᳨ウࡋࡓࠋ 
 
࠙⤖ᯝࠚNF1-2࡛ࡣNF1ࡢ exon 40࡟C࠿ࡽT࡬ࡢ୍ሷᇶኚ␗(rs137854552 C>T)ࢆㄆࡵ, ྠኚ␗ࡣarginine
ࡢ stop codon࡬ࡢ⨨᥮ࢆ♧၀ࡋࡓࠋNF1-1࡛ࡣNF1࡟᫂ࡽ࠿࡞ኚ␗ࢆㄆࡵ࡞࠿ࡗࡓࡀ, CEQerࡢ⤖ᯝ17␒
ᰁⰍయ㛗⭎NF1㡿ᇦࡢ read coverageࡀᗈ⠊ᅖ࡟ࢃࡓࡾ༙ῶࡋ, ࡉࡽ࡟ ddPCRゎᯒ࡛NF1ࡢࢥࣆ࣮ᩘࡶ༙
ῶࡋ࡚࠸ࡓࠋNF1-1-hiPSCཬࡧNF1-2-hiPSCࡢㄏᑟຠ⋡ࡣࡑࢀࡒࢀ0.124㸣ཬࡧ0.088㸣࡛࠶ࡗࡓࠋ࠸ࡎࢀࡢ
NF1-iPSCsࡶᮍศ໬㑇ఏᏊ࣭⺮ⓑࢆⓎ⌧ࡋ, ࡉࡽ࡟ in vitroཬࡧ in vivo࡛୕⬇ⴥ࡬ࡢศ໬ከ⬟ᛶࢆ᭷ࡋ࡚࠸
ࡓࠋ୧ NF1-iPSCs࡜ࡶᮍศ໬≧ែ࡛ࡣ, NF1㑇ఏᏊ࣭⺮ⓑⓎ⌧ࡣⴭࡋࡃప್ࢆ♧ࡋࡓࡀ, ศ໬࡟క࠸ୖ᪼ࡋ
ࡓࠋศ໬NF1-1-iPSCs࡟࠾ࡅࡿ NF1 mRNAⓎ⌧ࡣWT-iPSCࡢࡑࢀ࡜ẚ㍑ࡋ༙ῶࡋ࡚࠸ࡓࡀ, NF1-2-iPSC
࡛ࡣᕪࢆㄆࡵ࡞࠿ࡗࡓࠋ୍᪉, ୧NF1-iPSCsࡢNF1⺮ⓑⓎ⌧ࡣWT-iPSCsࡢ⣙ 1/2࡟ῶᑡࡋ࡚࠸ࡓࠋࡲࡓ, 
⚄⤒ศ໬࡟క࠸,  WT-iPSC࡜ẚ㍑ࡋ࡚୧NF1-iPSCs࡛ࡣ᪩ᮇ࡟S-100㝧ᛶ⣽⬊ࡀฟ⌧ࡋ, ࡉࡽ࡟ERKࣜࣥ
㓟໬ࡶ⥔ᣢ࠶ࡿ࠸ࡣୖ᪼ഴྥࢆ♧ࡋࡓࠋࡉࡽ࡟,  in vitro ཬࡧ in vivo ࡛ࡢ㌾㦵࣭㦵ศ໬ㄏᑟࡢ⤖ᯝ, NF1-1-
iPSCࡣWT-iPSCs࡟㢮ఝࡋࡓ㦵ศ໬ࢆ♧ࡋࡓࡀ,  NF1-2-iPSCs࡛ࡣ㦵ศ໬ࡀ㐜ᘏࡋ࡚࠸ࡓࠋ 
 
࠙⤖ㄽ ↓ࠚ⾑Ύཬࡧ↓ࣇ࢕࣮ࢲ࣮ᇵ㣴⣔ࢆ⏝࠸࡚NF1-iPSCsࡢᶞ❧ཬࡧ㛗ᮇ⥔ᣢ࡟ᡂຌࡋࡓࠋ2⑕౛ࡢNF1
㛫࡛⮫ᗋ⑕≧ࡸ⤒㐣ࡀ኱ࡁࡃ␗࡞ࡿࡢࡣ, NF1 ኚ␗ࡢ㉁ⓗᕪ␗ࢆ཯ᫎࡋ࡚࠸ࡿྍ⬟ᛶࡀ♧၀ࡉࢀࡓࠋࡲࡓ,  
ྛNF1-iPSCs࡟࠾࠸࡚ࡶNF1ࡢḞኻࡸኚ␗ࡣ⥔ᣢࡉࢀ࡚࠾ࡾ, ࡉࡽ࡟⚄⤒ศ໬ࡸ㌾㦵࣭ 㦵ศ໬⬟࡟ࡶᕪࢆ♧
ࡋࡓࡇ࡜࠿ࡽ, NF1 ࡢศᏊ࣭⣽⬊࡛ࣞ࣋ࣝࡢ⑓ែゎ᫂ࡸ, ⑌ᝈࣔࢹࣝ࡜ࡋ࡚๰⸆ࢫࢡ࣮ࣜࢽࣥࢢ࡬ࡢᛂ⏝
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